Purpose To assess the clinical characteristics of subjects with gender dysphoria (GD). Method A cross-sectional study of adults with GD. Symptoms of anxiety and depression were measured using the Hospital Anxiety and Depression Scale (HADS). Sociodemographic data, clinical data and life habits were recorded. Results Total of 44 subjects participated in the study: 36 (82%) trans women and 8 (18%) trans men. Forty-three (98%) of the GD patients had anxiety (36 [100%] trans women and 7 [87.5%] trans men), and 36 (82%) had depression (29 [80.5%] trans women and 7 [87.5%] trans men). Suicide had been attempted by 32 (73%) subjects. The rates of depression were lower among the subjects living with partners, parents, or other people than among those living alone (p ¼ 0.03), and it was also lower among the subjects who were married compared to those who were dating or single (p ¼ 0.03). Conclusion Improving the relationship status may reduce the prevalence of depressive symptoms in GD patients. There was a high rate of attempted suicide in this sample.
Introduction
Gender dysphoria (GD) is the distress caused by the feeling that one is a member of the sex that does not match one's physical appearance. Thus, individuals with GD identify strongly with the other sex, and experience discomfort and inadequacy with their given biological sex. Individuals with GD have marked inconsistencies between the gender they were assigned (usually at birth, known as gender birth) and the experienced/expressed gender.
1,2 However, the heterogeneity of the trans population in terms of self-perception indicates the complexity of defining GD based on the needs of the individuals for hormonal treatments and sex reassignment surgery (SRS). 3 Epidemiological data indicate that the rate of GD is of 1 in 11,900 biological males, and of 1 in 30,400 biological females. 4, 5 However, there are discrepancies in the estimates from different countries due to inconsistent diagnostic criteria, cultural differences, and limited availability of specialized services for diagnosis and treatment. 6 The etiology of GD is unknown, although some previous studies suggested a biological basis, and other studies suggested a psychological basis.
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Gender dysphoria often manifests in childhood, and the typical feelings of incongruence seem to increase with age, mainly during adolescence, when these feelings tend to be more prominent, 7 and when subjects with GD may begin to look for medications or surgery for sex reassignment. 8 The lack of acceptance of one's appearance can generate intense suffering, and this suffering often declines when surgical and hormonal treatments lead to changes in appearance. This, in turn, motivates individuals with GD to change official records regarding details such as their name and gender. Thus, individuals with GD often experience distress and suffering, and their profound rejection of their biological sex 8 can trigger emotional, affective, and psychosocial problems that may be exacerbated by the obligation to behave in a manner compatible with their biological sex. Transgender persons are often not accepted by their families, schools, and coworkers, and this may impair their educational and professional achievements. 9 The difficulties in acceptance become more acute with age, and often compel transgender persons to engage in activities with minimal professional qualifications. 10 These may increase the exposure of this population to risky situations and behaviors, 11 such as abuse of psychoactive substances, 12 violence, and exposure to the human immunodeficiency virus (HIV) and other sexually transmitted infections (STIs). 11, 13 When transgender persons use healthcare services, they are less likely to engage in these high-risk behaviors.
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Unfortunately, when seeking healthcare services for sex reassignment, transgender persons face many barriers, including the scarcity of specialized services, difficulties in accessing these services, and the high costs. 5, 14 Although the positive effects of surgery are widely recognized, 15 and standards for the care of transgender individuals are available, SRS is only performed in the public hospitals of a few countries. 3 The barriers faced by transgender persons, in addition to intolerance and lack of social support, can lead to psychological problems. This further compromises their interpersonal relations and quality of life, and frequently leads to depressive symptoms and anxiety disorders. 9, 10, 16, 17 The increased vulnerability of these individuals to depression is indicated by their high rates of suicide and attempted suicide.
10,18
Despite recent advances in the technology of SRS and endocrine treatment, there can be intense demands on medical professionals to care for these individuals. However, little is known about the factors associated with depression and anxiety in this population. The objective of the present study was to determine the sociodemographic and clinical factors of a population of subjects with GD who were followed-up at a university Sex Medicine Service.
Methods
This was a cross-sectional study conducted among a nonprobabilistic convenience sample of transsexual patients followed up at the Outpatient Clinic of Studies of Human Sexuality of the Department of Gynecology and Obstetrics from March 2013 to June 2014. Gender dysphoria was defined according to the Diagnostic and Statistical Manual of Mental Disorders, 5th edition (DSM-5), criteria as a marked incongruity between the expressed gender and the gender assigned at birth, lasting at least six months, and manifesting at least two of the following criteria: marked incongruity between the expressed gender and the primary and/or secondary sexual characteristics; a strong desire to get rid of their own primary and/ or secondary sexual characteristics or, in adolescents, a desire to prevent the development of secondary sexual characteristics; and a strong desire to be treated as the other genre. The condition is associated with clinically significant distress or 
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A psychologist invited 50 female to male (FtM) and male to female (MtF) individuals (aged between 18 to 59 years) to participate in the study while they were in the waiting room of the clinic. All subjects were at least 18 years old, and had at least 2 previous consultations at the service. Individuals with signs of cognitive deficiency, based on investigator observation or medical records, were excluded. All participating subjects provided written informed consent. The research was conducted according to the Helsinki Declaration, which was revised in 2008.
In a room reserved for psychological care, the investigator performed an individual semi-structured audio-recorded interview to obtain sociodemographic data (schooling, occupation, professional activity, family income, marital status, place of residence, living partner, type of dwelling, and religion), and data about life habits (smoking, family support, alcoholism, and drug addiction), marital status, clinical symptoms (reason for referral, current medications, and knowledge of the condition), social experience, rate of suicide attempts, and history of psychological and psychiatric treatments. Data regarding the diagnosis and treatment were obtained from the medical records.
After the interview, the participants answered individually the Hospital Anxiety and Depression Scale (HADS) to determine the presence of anxiety and depressive symptoms. This scale consists of 14 items, with 7 items investigating anxiety (HAD-A) and 7 items investigating depression (HAD-D). There are 4 possible answers for each item (the score ranges from 0 to 3), and the total score of each subscale ranges from 0 to 21. The present study used a cut-off point of 8 or more for anxiety, and of 9 or more for depression.
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The study followed the ethical norms of Resolution 196/96 of the Brazilian National Health Council for research with human beings, and was approved by the Research Ethics Committee of the University Hospital (protocol no. 13120/2012).
Statistical Analysis
Fisher's exact test was used to determine the association of the different variables (attempted suicide, feeling discriminated against, marital status, age, monthly income, co-habitation status) with anxiety and depression. The simple and multiple exact logistic regression methods described by Cox (1970) 20 were used to estimate the crude and adjusted odds ratios (ORs). A stepwise method for the explanatory variables was used in the logistic regression. All analyses were performed using the SAS (SAS Institute, Cary, NC, US) software, version 9.2, and p-values < 0.05 were considered significant.
Results
We excluded 6 of the 50 subjects initially screened: 2 who refused to answer the semi-structured questionnaire for fear of exposure, and 4 who did not attend the interviews. Thus, 44 subjects participated in the study, 36 MtF (82%) and 8 FtM (18%) individuals (►Table 1). The overall median age was 25.5 years (range: 18-59 years). Most subjects were white, had graduated from high school, and were employed (►Table 1).
We also analyzed the clinical characteristics of the 44 subjects (►Table 2). The results indicate that most subjects wanted to undergo surgery for sex reassignment, many MtF subjects had previously self-medicated with a combined contraceptive based on ethinyl estradiol, and most subjects felt equally (p ¼ 0.99) discriminated against in their social and family environments. There was a high rate of attempted suicide in this sample (MtF -75% versus FtM -68.5%; p ¼ 0.66). There was a higher rate of married FtM subjects in relation to married MtF subjects (89.47% versus 10.53% respectively; p < 0.01). Male to female subjects were more likely to live with their parents or alone than FtM subjects (89.47% versus 10.53% and 80% versus 20% respectively; p ¼ 0.04).
The analysis of the HADS results indicated that the rates of depression (82%), and anxiety (100%) were very high in the studied population (►Table 3). There were no significant associations between anxiety and attempted suicide (p ¼ 0.27), cohabitation status (p ¼ 0.59), feelings of discrimination (p ¼ 0.99), age (p ¼ 0.23), and economic status (p ¼ 0.25) in the MtF sample. There were no significant associations between depression and attempted suicide The logistic regression analysis indicated that regarding the MtF subjects older than 30 years, attempted suicide was 1.49-fold more likely in adolescents (18-21 years-old), although these differences were not statistically significant (p ¼ 0.89). There were also no significant associations between attempted suicide and cohabitation status and age (p ¼ 0.99 for all). The small sample size of the FtM group did not permitenable the logistic regression analysis.
Discussion
There has been increasing interest in GD in recent decades, especially in developing countries, in particular in Brazil. Care for this population is regulated by ethical and legal standards that seek to preserve the right of a person to adopt his/her gender of choice and to achieve congruence between body and mind, regardless of the sex at birth. Contemporary Western societies have gone through significant transformations, and the multiple sexual relationships outside the binary malefemale standard are currently being discussed.
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The preponderance of MtF (82%) over FtM (18%) subjects is an interesting finding of the present study, and is in agreement with the findings of a similar study conducted in The Netherlands during the 1990s. 22 This predominance of MtF individuals may simply be because they are more likely to seek care than FtM individuals; the true numbers of MtF and FtM individuals are difficult to determine because of the limited access to the public health systems in developing countries, where such care is limited, and few services are available. Only four public health services in Brazil (in the States of São Paulo, Rio de Janeiro, Porto Alegre, and Goiás) provide full care to transsexuals, and individuals may have to wait many years for sex reassignment surgery. European studies have indicated a significant increase in the number of MtF individuals seeking treatment since the 1980s, possibly due to the increasing availability of the treatment.
23,24
A study in Croatia indicated a 3:2 ratio of MtF over FtM individuals, 23 and a study in Serbia indicated a ratio close to
1:1 (71 MtF versus 76 FtM individuals).
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In the present population, 29.5% of the subjects were 18 to 21 years-old, 48% were 22 to 30 years-old, and 22.5% were 31 years-old or older. Almost 1/3 of these transsexuals lived with partners, most had graduated from high school, and only 6% had progressed to higher education. These results are comparable to those reported for transsexuals in Serbia, in which 79% of the MtF and 69% of the FtM subjects had graduated from high school, and 80% of the MtF and 3.6% of the FtM subjects had progressed to higher education. 24 Interestingly, most of our subjects were employed, and less than 20% of them worked as sex professionals. This is a positive result, and it may indicate that society is becoming less prejudiced against transsexuals, who used to be automatically labeled as sex workers. 26 However, our results regarding income should be viewed with caution, because these data were self-reported. A result to be underscored is that 88.5% of the sample of the present study reported they felt discriminated against by society, their families, at their work places, and in healthcare institutions (in decreasing order of importance). In parallel, more than 80% suffered from anxiety and/or depression, and 72% reported suicide attempts. In general, the rate of attempted suicide is more than 20-fold higher among adult transsexuals than among the general population.
27 A recent study summarized the results of multivariate models that evaluated factors associated with suicide attempts. During life, in the multivariate analysis model including sociodemographic factors, transgender MtF identity and being white were significantly associated with a decreased likelihood of suicide attempts. Participants who reported schooling until higher education had lower odds of attempting suicide throughout life compared with participants who had lower levels of schooling. In addition, higher levels of internalized transphobia were significantly associated with increased odds of attempting suicide throughout life.
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The results obtained in the present study also suggest the importance of a family support network to help individuals cope with difficulties during the period of discovery and treatment of GD. A previous study also reported that 41% of trans people who did not receive family support attempted suicide. 29 Another study reported that transsexuals rejected by their families had an 8-fold higher risk of attempting suicide than those who had family support. 18 A 2009 study in the United States reported that transsexuals have a 4-fold higher risk of attempting suicide than heterosexuals. 30 Our literature review indicated that few studies have examined the prevention of suicide in transsexuals. The identification of protective factors is vital for the development of methods to prevent suicide. Social support by friends and family is known to protect non-transsexuals at risk of suicide, so these should also protect transsexual individuals. A previous study with 113 transsexuals reported that social support from friends and family was associated with a 33% reduced risk of attempting suicide. of the individuals with gender identity disorder had symptoms of anxiety and depression, a rate much higher than that of the general population. 31 An important finding of the present study is that living with a partner or being married provided protection against depression. This confirms the importance of an affective relationship for the emotional support of transsexuals, as previously discussed.
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Two-thirds of our sample declared having a religion. This is important, because having religious beliefs protects against risky behaviors (drug and alcohol use, smoking, unprotected sex, and multiple sex partners) in certain populations, adolescents in particular. 34 Interestingly, only about a quarter of the present population reported use of alcohol and tobacco, about half the rate previously reported for transsexual individuals. 12, 35 Another study reported a greater use of marihuana, alcohol, and cocaine among transsexuals. 36 There is some evidence that individuals with non-traditional sexuality tend to make more use of psychoactive substances that are harmful to health 12 due to their higher levels of stress.
A previous research indicated that a higher percentage of transsexuals engaged in risky behavior by having sexual relations with more than 20 partners, and this may predispose this population to a higher risk of contracting an STI or HIV.
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In the present study, 77% of the MtF subjects wanted to undergo neovaginoplasty procedures, and 16% of the FtM subjects wanted to undergo mastectomies. In addition, 88.5% of them reported using contraceptives based on ethinyl estradiol. However, this result may be overestimated, since our sample comes from an outpatient clinic devoted to treat trans people, and most of these patients ask for surgery to adequate their genitalia. There is evidence that many trans people do not wish to undergo surgery, and seek health services only to safely monitor their hormones. 37, 38 The risk of death is 51% higher among the transsexual population than among the general population, and the use of high-dose hormone therapy contributes to the higher risk of death among this population. 39 In fact, a 1989 study reported an increased risk of heart disease and hyperprolactinemia with the use of ethinyl estradiol at a dose of 100 µg/day, and that this led to a 41-fold higher risk of venous thromboembolism among transsexuals. 40 Based on these findings, 17β-estradiol is now used instead of ethinyl estradiol. A more recent retrospective study that assessed the effect of hormone treatment on transsexuals who were treated for more than 10 years indicated no effect on cardiovascular risk or on the incidence of hormone-dependent cancer.
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Sex reassignment surgery by itself improves the emotional condition of transsexuals, 42 and this procedure is fundamental in order for a transsexual person to feel fulfilled. The quality of the sex lives of transsexuals improves significantly after the full treatment, especially sex reassignment, because this improves self-esteem, the sexual response, and the expression of sexuality. After surgery, transsexual persons experience more orgasms and show greater commitment to the pursuit of sexual pleasure. 15 A previous study with 118 transsexuals indicated increased psychological suffering (anxiety and depression) before the treatment when compared to 12 months after the treatment. 43 In general, trans individuals who receive appropriate treatment report less psychological suffering, and even the prospect of impending surgery can reduce the high rates of anxiety and depression. 44 There is also a marked reduction of psychopathology in transsexuals after the beginning of the hormone therapy and as the time for the surgery approaches. 44 In the present study, being married or living with a partner were the two major factors associated with the decrease in the rates of depression and anxiety among transsexual individuals. The quality of life of the trans population in developing countries is still precarious 45 because of the small number of specialized services that care for these individuals. Appropriate medical and psychological treatment is widely recognized 46 as being important to improve the quality of life of this population. Thus, our results provide important new knowledge about the psychological distress faced by transsexual individuals due to discrimination by their families and by society in general; this distress may lead to high rates of anxiety and depression and alarmingly high rates of attempted suicide. These findings must be considered when developing the necessary treatments and care. Consideration of the psychological distress experienced by transsexual individuals, as documented in this article, may be useful for the development of improved patient interventions. Learning more about the clinical, psychological, and social conditions of transsexual individuals can aid in the development of strategies for holistic support that may ameliorate their psychological distress and reduce the high rates of depression, anxiety disorders, and suicide. There is great interest in improving the care provided to transsexual individuals, and psychologists, physicians and other healthcare professionals, as well as legal professionals, have all devoted resources to this issue. However, scientific investigations on this issue are still quite scarce. The increased awareness of the transsexual condition and political activism by the transgender community certainly could help to improve this situation, but more efforts by healthcare providers are needed to address the specific psychosocial needs of transgender persons. We therefore suggest that multidisciplinary teams be used to improve the care provided to these vulnerable individuals.
Conclusion
The transsexuals evaluated in the present study were mostly middle-class MtF individuals who were employed and had graduated from high school. The study population had high rates of anxiety, depression, and attempted suicide. Living with a partner or being married appeared to protect against depression.
